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With the advance of gastrointestinal endoscopy, pill-induced esophagitis has been detected
more frequently, but the association of mucosal dissection is rare. We reported a case of pill-
induced esophagitis associated with mucosal dissection.

A 66-year-old male with combined valvular heart disease was admitted for cardiac
surgery. Cefotiam hydrochloride tablet was administered for postoperative wound infection
of cardiac surgery. Next morning severe odynophagia and retrosternal pain were occurred.
Upper gastrointestinal endoscopy performed 2 days after onset of the symptom showed
detached mucosa at the upper thoracic esophagus and acute esophagitis at middle and lower
thoracic esophagus. Histological examination of the mucosa revealed that the esophageal
mucosa was detached from the lamina propria. After the treatment for esophagitis, almost

normal esophageal mucosa covered the esophagus without scarring or stricture.

The present case was diagnosed as cefotiam hydrochloride tablet induced esophagitis
because of the onset of this disease. Mucosal dissection of the esophagus may be associated
with both the esophagitis and bleeding tendencies caused by anticoagulant therapy.
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INTRODUCTION

Pill-induced esophagitis has not been diagnosed
sufficiently, and the true incidence of this disease
remains unknown [1]. With the advance of gastro-
intestinal endoscopy, pill-induced esophagitis
should be detected more frequently. Commonly

used drugs have been reported as a caustic agent
in esophagitis [1-3], and antibiotics are the well-
known agents. In contrast, esophageal mucosal
dissection, which may be synonymously called sub-
mucosal dissection of the esophagus or exfoliative
esophagitis, has often been reported due to its
characteristic roentgenologic and endoscopic
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findings [4—8]. In the present report, we present a
case of pill-induced esophagitis caused by cefotiam
hexetil hydrochloride with esophageal mucosal
dissection probably associated with anticoagulant
therapy.

CASE REPORT

A 66-year-old male was admitted to our hospital
for cardiac surgery for combined valvular disease;
aortic regurgitation (AR), mitral stenosis and
regurgitation (MSr), and tricuspid regurgitation
(Tr). Chest roentgenography revealed moderate
cardiomegaly, and routine echocardiography and
transesophageal echocardiography revealed an
enlarged left atrium with a small thrombus. There
was no history of peptic ulcer or esophageal reflux.
Routine upper gastrointestinal endoscopy 2 days
before cardiac surgery revealed no abnormal find-
ings including esophagitis, hiatus hernia or peptic
ulcer. Aortic and mitral valve replacement, tricus-
pid annuloplasty and left atrial appendage closure
were successfully performed. A thermometer was
placed in his esophagus during the operation and a
nasogastric tube was placed after the operation
for one day. He took a meal from the second post-
operative day (POD). After cardiac surgery the
patient was given intravenous administration of
antibiotics and oral administration of other drugs,
such as digoxin, furosemide, spironolactone,
varapamil hydrochloride, warfarin potassium,
azulene sulfanate sodium - L-glutamine and famo-
tidine. From the 11th POD, an antibiotic (cefotiam
hydrochloride) was intravenously administered for
leukocytosis. Infection of a femoral wound was
noted on the 18th POD, and oral administration
of cefotiam hexetil hydrochloride in tablet form
(Pansporin T; Takeda Chemical Industries Ltd.,
Osaka, Japan) from the 19th POD was attempted.
Cefotiam hexetil hydrochloride (CHH) is a broad
spectrum cephalosporine commonly used in Japan,
and its 200 mg tablet measures 13.9 x 8.7 x 7.1 mm.
The patient swallowed normally before the 19th
POD.

On the 19th POD the patient took the 200 mg
CHH tablet with water after his supper. He did not
lie down and did not sleep immediately after taking
this drug. He felt a slight difficulty in swallowing
this tablet because of its large size. The next morn-
ing the patient complained of severe odynophagia
and retrosternal pain, and could not eat sufficiently.
Vomiting or hematemesis was not observed. On the
21st POD a thrombo test showed 12.0% which was
low due to the anticoagulant action of warfarin
potassium administration.

On the 21st POD a second upper gastrointestinal
endoscopy was performed. White detached mucosa
was observed on three-quarters of the esophageal
circumference and normal mucosa was revealed on
the left wall beginning at 25cm and extending to
30cm from the incisors (Fig. 1). Reddish esopha-
geal wall was observed deep to the detached mucosa,
but hematoma was not observed. The detached
mucosa was easily removed, and was examined
pathologically. Rough and erosive esophageal mu-
cosa was diffusely observed beginning at 30 cm and
extending to 37cm from the incisors. Slightly ero-
sive gastritis was also observed, but no ulcers were
found in the stomach and duodenum. These find-
ings were diagnosed as esophagitis with exfoliation
of esophageal mucosa.

Histological examination of the mucosa revealed
that the esophageal mucosa was detached from the
lamina propria. The basal layer of mucosa was
accompanied with many leukocytes. No fungal
infection was observed (Fig. 2).

After the second endoscopic examination,
administration of CHH tablet was halted and
administration of sodium alginate was started.
Oral administration of other drugs— digoxin,
furosemide, spironolactone, varapamil hydro-
chloride, warfarin potassium, azulene sulfonate
sodium - L-glutamine and famotidine — was contin-
ued. The patient returned to normal 2 days after
the change in treatment. Follow up endoscopy 18
days after the second endoscopy showed that
almost normal esophageal mucosa covered the
esophagus without scarring or stricture. The
patient was discharged on the 41st POD.



PILL-INDUCED ESOPHAGITIS 151

FIGURE 1 Endoscopic photograph taken 24 cm from the incisors. White detached mucosa is revealed.

!

FIGURE 2 Microscope photograph of detached mucosa (HE staining, x 100). Detached mucosa and inflammatory cells are
evident.
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DISCUSSION

The present case was diagnosed as CHH-induced
esophagitis because the onset of this disease
occurred after oral administration of this drug. The
patient was not administered other well-known
esophagitis-causing agents such as potassium
chloride, quinidine, or nonsteroidal antiinflamma-
tory agents. The size of the CHH tablet is large,
and a few cases of esophagitis caused by oral admin-
istration of the CHH tablet have been reported
in Japan. The toxicity of this drug to esophageal
mucosa was considered to be its acidity; 200 mg
CHH dissolved in 100ml distilled water showed
pH 2.45 [9].

Many drugs have been reported as causing eso-
phageal damage. To prevent pill-induced esopha-
gitis, it is necessary to educate patients in how to
take drugs. Taking drugs with plenty of liquid,
remaining in an upright position for approximately
1h after taking medications, and taking drugs at
least 1 h before sleeping are important [10]. More
care must be taken if passage disturbance of the
esophagus was observed. Esophageal stricture due
to Barrett’s esophagus [11] and esophageal com-
pression due to an enlarged left atrium [1,12] were
reported as a cause of pill-induced esophagitis. In
the present case, we cannot point out any mistakes
in how to take this drug, but he experienced diffi-
culty in swallowing the drug. The large size of the
CHH tablet and the esophageal compression
caused by an enlarged left atrium may result in
the retention of this tablet in the middle or lower
part of the thoracic esophagus and as a consequence
esophagitis may occur.

Esophageal mucosal dissection might be synon-
ymous with many conditions, such as those called
submucosal dissection of the esophagus [6], exfo-
liative esophagitis [8] or intramural rupture of the
esophagus [13]. Esophageal mucosal dissection
would be included in submucosal dissection of
the esophagus, because submucosal dissection of
the esophagus is considered to mean not only dis-
section at the submucosal layer but also dissection
at the layer deeper than the epithelium [4—8]. In our

present case, detached mucosa was endoscopically
observed, and the mucosa dissected at the lamina
propria was histologically revealed. From these
findings, the present case was diagnosed as esopha-
geal mucosal dissection.

Drug induced exfoliative esophagitis which was
endoscopically characterized by some vertical
stripes of thin exfoliative mucosa was reported by
Ishii et al. [8] and Asada et al. [14]. In the present
case, however, endoscopic findings were not typical
and the mucosal dissection occurred at deeper layer
than intraepithelial layer at which drug induced
exfoliation frequently occur. The submucosal
hemorrhage associated with trauma due to foreign
body or vomiting was the most common cause of
mucosal dissection [4—7]. In this case, a thermom-
eter and a nasogastric tube were placed prior to the
second endoscopy. However, these procedures
were not considered to be causes for mucosal dis-
section, because the procedures were done about 20
days before the mucosal dissection was observed.
Other mechanical stimuli to the esophagus could
not be pointed out.

Benjamin and Hanks [6] reported a case of
submucosal dissection of the esophagus due to
spontaneous intramural hemorrhage following
administration of anticoagulants. Harada et al.
[15] also reported a case of mucosal dissection with
bleeding tendency. Although esophageal hematoma
was not observed in the present case, we could not
completely deny that the hematoma had been
present. Harada et al. [15] reported a case with
esophageal submucosal hematoma which endo-
scopically disappeared on the next day of the onset
of esophageal mucosal dissection. Our patient was
administered warfarin potassium, and his thrombo
test showed only 12%. The hemorrhagic tendencies
and the onset of esophagitis probably cause hemor-
rhage at the lamina propria in the upper part of the
thoracic esophagus, and subsequently, esophageal
mucosal dissection may occur.
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